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To develop synthetic substitutes for codeine which are less addictive than 

codeine. 


Testing for addietiveness was completed or is in progress on the following 
nine compounds dSxrlng the reporting year: (1) 1 ,2’ -Hydro :t7-2, 5 ,9 -trine thy 1-6 ,7- 

benzessorphan (I-H-2); (2) l,2-Hydrox7-5,9-dinstbyl-2{2-phsneth7l)-6 I 7-benrcxEorphan 
(I-S-l) given orall7; (3) l-Hydroxyethoxyeth7l-4-phenyl-4-propionyl-piperidine 

{j.D.22}; {4} Ksthotrlneprazine {levomeprcoaEina, VI-C-5); (55 l-Sinothylaaino-J- 
phenylledaoe (1-5-1); (6) 2-Acino-ihdane (I-H-2); (7) aixture of I-R-l (tea above) 
and n-C-1 (S-allylnorphecaooeine); (S) 2t-Hydroxy-5>9-6i^t^i^2,3-di»ethylallyl)« 
6,7-benzonorphan (U-C-2); (9) 2-Cyclopropy lmathy 1-2 » -hydroxy-5 ,9-dis»thyl-6 ,7- 
benzcoorphan (II-C-3). 

Of these, I-H-l (orally) and the mixture of 1-3-1 and II-C-1 proved to have 
addietiveness greater than codeine and have been dropped froa further consideration. 


' 1-0-22 (an anti tussive) and U-C-2 had leas addietiveness than codeine. 

U-C-2 deserves further investigation as an analgesia. 

I-E-l, 1-3-2 and VX-C-5 had no addietiveness. I-H-l and I-H-2 are probably 
too toxic for clinical use. VX-C-5. a chlorproaatine congener, deserves extensive 
investigation in chronic pain. 

U-C-2 baa considerable theoretical interest, since it is xoiphine-liKe 
behavioral!-/ and creates slid physical addiction but will not suppress abstinence 

froa Borphine. 

U-C-3 is still being studied. 
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lal ions range. Voru will be continued but will be finished after ! October 
1962 by the sSional Institutes of Health rather than by Office of Saral Research. 

lb) iBMdiate. Bross to be tested during the cesdns year include XX-C-3 

ftbOTe ) l 4 -hydroxy-B-allyl-dihydroeorphlna , and such other ccopouncs aa are . 
Council. 
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